My first real interest in post-menopausal bleeding began after a visit to Nepal in 1924. I was summoned to see a woman aged 46, who had been bleeding excessively after a period of ten months amenorrhcea. The clinical diagnosis was that of fibroids, but when I saw the patient the local condition did not fit in with this and I was inclined to think that a malignant ovarian tumour had invaded the pelvic peritoneum. At operation, a tumour of the left ovary wa-s removed, but it was impossible to deal with the right ovary, as it was involviug the whole lateral wall of the pelvis.
Since then I have kept a methodical note of all cases of post-menopausal bleeding that have passed through my hands, both here and in Calcutta, dividing them, from a clinical point of view, into those that were due to visible or invisible causes. The visible speak for themselves and are shown in Table I Proceedings of the Royal Society of Medicine 34 One feature of this list which may excite comment is the comparative paucity of cases of cancer of the cervix. The reason for this seeming anomaly is that among the indigenous people of the tropics, maturity and child-bearing are almost synchronous events in the hospital class of patient. Indeed, among such people-since, from a religious and ethnic point of view, multiparity is the rule rather than the exception-I would go so far as to say that post-menopausal cancer of the cervix is very rare. To check this statement, in 1930-with the help of my registrar-I went through the out-patients' and in-patients' list for five years and found that out of 158 cases of cervical cancer, only 26 were in an operable stage when seen and only 15 had passed the change of life; of these, 9 were Europeans.
I have taken the menopause as a standard to mean the period of six full months after the cessation of normal catamenia.
Amongst pure Europeans, whether immigrant or domiciled, post-menopausal cancer of the cervix is not commonly seen, the reason in the former being that the wives of Europeans return to England with their husbands at about the age of 50, whereas in the case of the latter, habits of greater cleanliness as regards the genita tract and body are more universally practised in the East than they are in the West. This table is, to my mind, by far the more interesting of the two, in that it comprises not only cases in which an obvious tumour was palpable but also those in which doubt arose as to the probable cause and site of the bleeding, since in many of them nothing abnormal was palpable. In some the mucous membrane was grossly thickened and of the typical "Swiss cheese" pattern on section and, as expected, one could palpate the typical cystic enlargement of the ovary so well described by Wilfred Shaw and others, but in other cases one failed completely to do so.
In some the mucous membrane was perfectly smooth and atrophic, nothing coming away with the curette, and the uterus being small and thin. In others, perhaps many years after. the menopause, one has suddenly found a hyperplasic mucous membrane accompanied by one small single polypus at the fundus, no larger than a pea.
Why do these patients develop symptoms of bleeding or conditions of inexplicable hypertrophy of the mucous membrane, perhaps so long as from ten to fifteen years after the change of life ?
To my mind, since it has been recently demonstrated that the urine of 60% of women after the menopause contains prolan, the explanation of such bleeding must be sought in the anterior pituitary body, for how otherwise can we account for this Rip-Van-Winkle-like awakening of ovarian function ? d% A Jeffcoate and Fluhman have suggested that the hypertrophy of the anterior pituitary, found at autopsy after the climacteric, is a compensatory readjustment of balance, following the gradual decrease of ovarian activity, the purpose of this revival of secretion being to stimulate the activity of the failing ovary. In favour of this view is the experiment of Zondek, in which he stimulated and obtained follicular response in the ovaries of female rats and mice by transplanting into them hypophyseal grafts.
The problem is one of intense interest, and will not be solved until the uterus --and ovaries of every case of -post-menopausal bleeding without palpable cause can be placed, immediately after operation, in the hands of the biochemist for analysis and animal experimentation, because at present we are in the dark as to whether this positive prolan urine reaction is duie to inability of the ovary to utilize it or to a lowered renal threshold for its excretion. Moreover, is it not possible that gyn3cologists can or could advance the work of the biochemist by trying the effect of experimental transplantation into women and animals of grafts taken from the ovaries or endometrium of such a case?
In the table are seven cases of what I have called "senile metropathia" in opposition to the more general term " senile endometritis." My reason is that in none of them was there the least macroscopic or microscopic evidence of any inflammatory condition in the uterus, nor could I detect any pathological state of the ovaries. I have here a specimen, removed recently by vaginal hysterectomy on account of bleeding, from a patient aged 56. How is it possible to explain the undoubted fact that an organ like the uterus can, after a long, latent period, suddenly give rise to symptoms of bleeding without any ulcerative losion of its mucosa? What sensitizes the mucous membrane of this uterus ? What starts the clock of ovarian function re-ticking? Surely it must be the anterior pituitary.
Passing now to the subject of pelvic neoplasms, only a small proportion of those that are innocent cause bleeding, even though they are twisted or accompanied by inflammation. In the personal record of 647 cases of ovarian tumours which I published in 1931, 63 were in-patients past the menopause; and four of these with innocent growths, and 26 with malignant growths had symptoms of uterine hcamorrhage. Since then I have seen eight more malignant and two more innocent ovarian tumours giving rise to this symptom. One of these was secondary to carcinoma of the large intestine, probably by way of retrograde lymphatic permeation.
My large experience of ovarian tumours confirms me in the belief that, in any case of post-menopausal bleeding where there is the slightest enlargement of the ovary or even resistance in either cul, laparotomy is called for, even though the bleeding is slight and temporary, since a large percentage of these cases are malignant, or, if not actually malignant, belong to the type of folliculomata.
To what is the bleeding due? Why are 75% of malignant tumours of the ovary bilateral ? Why do so many of these patients suffer from primary sterility ? The explanation must lie outside the pelvis, its anatomy and its blood and lymph supply. Zondek, Blair-Bell and Susman have shown that malignant tumours and folliculomata of the ovary in some 18% of cases after the change of life give rise to a positive prolan reaction, and that removal of the neoplasm causes this reaction to cease. Is it possible that an ovarian tumour in such a woman may take on the function of the original tissue, just as after thyroidectomy for cancer, metastatic tumours function like the original thyroid ? The solution lies in the words of Harvey: "Study and seek out the secrets of nature by way of experiment." This we can only do in co-operation with the biochemist, for at present we do not know whether the growth stimulates the hypophysis to increased activity, or whether the growth actually manufactures the hormone; or, still further, whether the increased activitv of the pituitary is the cause of the malignancy and bilateral tumour formation. This aspect of malignancy, even though only confined to the genital tract, calls urgently for team work in every big hospital, between the biochemist in his animal laboratory and the surgeon in his ward and theatre, since Table II demonstrates that the percentage of malignant causes of invisible post-menopausal bleeding in an experience of ten years was 39x6%, whereas the incidence of malignancy among the visible causes was 31-4%, i.e. out of 304 visible and invisible cases of post-climacteric hwmorrhage, the total incidence of malignancy works out at 35-8%, which is considerably less than that recorded by Fahmy from the Edinburgh School. Some explanation of this discrepancy is due to the fact that post-menopausal cancer of the cervix is rare in the East, for the reasons that I have given, although ante-menopausal cancer of the cervix is exceedingly common.
Of the five granulosa tumours, four were innocent; one only was definitely malignant on section (the patient died four months later from a metastases in the lung).
Treatment. -It is not my intention to deal individually with the laparotomy treatment of these patients, but I want to put in a strong plea for the vaginalsurgical-as against the radium-method of treatment in certain cases. In saying this, I feel somewhat like Daniel amongst the lions, for I fully appreciate that there are many here who, for cases of metropathia hemorrhagica and the like, prefer the application of radium after curettage.
For my own part, in all cases of metropathia, and even where polypi and submucous fibroids occupy a post-menopausal uterus which is no bigger than a nineweeks' pregnancy, I prefer to carry out vaginal hysterectomy, which can be done in under forty-five minutes, is almost a bloodless operation, and in 99% of the cases is followed by a painless convalescence with no post-operative disabilities. Moreover, I am not at all sure that it is not, in the long run, a cheaper method of treatment, as the patients are up and away between ten and fifteen days afterwards.
Up to date I have performed 329 vaginal hysterectomies with four deaths only, that is a mortality of 1.2%. In only one case (an early one) was the bladder injured. In none did secondary hemorrhage occur.
I am aware that this operation is, with many, an unpopular one, but I am quite sure that it is the ideal operation for many of those cases of ante-and post-menopausal benign bleeding which occur in patients whose uteri, small or -moderately large, are unaccompanied by adhesions of old, inflammatory, adnexal disease.
Radium, I know, has its advocates, but I consider that its disadvantages overweigh its advantages, since in some cases it fails to achieve its object, in others it gives rise to a constant discharge, causing pruritus, and in still others it manufactures in the mind of the woman and/or her relatives an obsession of cancerophobia, which many of us here have met and have been unable to counter.
Discussion.-Professor MILES PHILLIPS said that in preparing such an analysis as this, it was necessary to decide exactly when the post-menopausal era commenced. Mr. Green-Armytage allowed six months to elapse since the last menstrual loss. Dr. Fahmy in a similar analysis reported to the Birmingham Congress in 1933, allowed the more satisfactory period of one year. This might explain the surprisingly large proportion of cases in this series in which the bleeding was said to be due to uterine fibroids which rarely caused bleeding after the menopause was completed but not uncommonly did so during the epoch which might be called intra-menopausal.
On the other hand although cancer of the corpus uteri was most commonly (75%) postmenopausal, it was also not infrequently intra-menopausal and even ante-menopausal. He (Dr. Phillips) thought this subdivision helpful in reminding the medical attendant of all the possible causes of bleeding at this dangerous epoch in woman's life.
Professor BECKWITH WHITEHOUSE said that, in bis opinion, some of these cases of postmenopausal uterine hsemorrhage were not associated with any local lesion in the uterus but were really related to delayed ovulation. He had seen a uterus and ovaries-removed from a patient in the sixth decade on account of uterine bleeding-in which one of the ovaries contained two cystic graafian follicles and also a small but recent corpus luteum. It should be recognized that cases of Schr6der's disease occasionally caused symptoms after the menopause.
He was interested in the high proportion of cases of simple adenomatous polypi in Mr. Green-Armytage's series and suggested that the growth of these small polypi could be explained upon a simple mechanical basis. They always appeared to grow where the walls of the uterus were not in contact, in other words, where there was a local lowering of intra-uterine tension. He did not think that it was always necessary to invoke the stimulus of hormonic action, especially in cases where endometrial hyperplasia was localized.
Mr. GREEN -ARMYTAGE (in reply) said that he laid particular emphasis on a period of six months' amenorrhcea before the onset of irregular bleeding in the menopause for the specific reason that many cases of cancer of the cervix, etc., were missed because practitioners, thinking this bleeding was normal, failed to examine their patients efficiently. For this reason, although twelve months was perhaps the best physiological time limit, from the point of view of patient and practitioner, he considered it advisable to adhere to a six months' limit.
Professor Whitehouse had remarked on the number of fibroids and submucous fibroids as the cause of post-menopausal bleeding, but as two-thirds of these cases were met with in the tropics, he would appreciate the fact that Howard Kelly, himself (the speaker) and others had observed the greater frequency of these tumours in hot countries and coloured races.
Vaginal Hysterectomy
By MORRIS DATNOW, F.R.C.S.E.
Introduction.-The advent of, radium in the treatment of uterine cancer has diminished the number of hysterectomies performed; an advance in our knowledge of the hormones will make a still further reduction. There will, however, always remain a certain number of indications for extirpation of the uterus.
In some clinics vaginal hysterectomy is not performed at all, in others, very rarely. So one should perhaps apologize for expressing one's belief in the value of this operation. It is not merely enthusiasm on my part, but is my real conviction tbat there are circumstances which call for removal of the womb by the vaginal route in gynwcological-and occasionally in obstetrical-practice, just as there are times when it is best to adopt the abdominal method of approach. In order to procure the best results for his patients, the gynacologist should not dogmatically follow definite procedures to the exclusion of all others. He should be capable of resorting to every method of treatment and have them all at his command. A judicious selection of methods and material is the ideal to strive for.
It is my purpose to point out the indications for vaginal hysterectomy, and to refer to various details in the technique which have helped to facilitate the procedure.
Historical note.-A review of the development of the operation of vaginal hysterectomy shows that the present technique, at any rate, originated from attempts that were first made to cure cervical cancer. Simple cauterization was originally practised, later, amputation, and finally, vaginal hysterectomy. Sauter is said to have performed the first successful vaginal hysterectomy in 1822, Blundell in 1828, and Recamier in 1829. Many failures were encountered
